1.2 Rationale for study -Page 5,6: [Observational studies have suggested that nitric oxide donors including glyceryl trinitrate (GTN) given intravenously, might be effective for the management of retained placenta with success rates ranging between 94% to 100% [7] [8] [9] [10] . Reference 7 is related to a Cochrane systematic review including three RCTs and not Observational studies . Either to move the reference from here or to add RCTs and observational studies .
Page 6, Row 34: [To summarise, although a growing body of evidence supports GTN use for the treatment of retained placenta, much of this evidence is based on anecdotal case-reports or clinical studies which are nonrandomised, do not included a placebo arm and are underpowered ] -I don't agree with this summary because the available data based on systematic review (7) showed that the use of NTG alone did not reduce the need for manual removal of placenta. And there is a need for well-designed RCT , placebo controlled to test the role of nitroglycerine in the management of retained placenta .
Study objectives : Ok

Study design
Page 9 , row 8 : [The aim of this placebo controlled, double blind, pragmatic group sequential UK-wide trial is to determine the effectiveness of GTN for treating retained placenta and avoiding manual removal of placenta] .
Don't repeat the aim , just this is a placebo controlled, double blind, pragmatic group sequential UK-wide trial.
Page 8, row 25-40: Here you mention why pragmatic group sequential is the best design for your trial ,. What are the shortcomings if any . Why you are stressing on the stopping rules only ! .
Study Population
Setting.
Page 8, row 54: It is good that the sites are diverse to be representative to UK , but what is the level of these settings !, elaborate on this to see if these are comparable or could be a source of heterogeneity .
Planned inclusion and exclusion criteria
Page 9 :Inclusion criteria:
-You did not refer to third stage management [active or expectant ] . I think you will include both, clarify this in the inclusion criteria -You did not refer to whether the placenta is detached or not! .
-[>14 weeks gestation], this means that you will include cases of miscarriage!. This is not vaginal birth, clarify this !.
Exclusion Criteria: Clarify how you will ascertain the absence /presence of these excluding factors ! -Bleeding should be an exclusion criteria because this is an indication to intervene ! .
Identifying participants
Page 10 . All the paragraph describes the consent rather than recruitment. You refer to risk factors for RP without mentioning these risk factors ! .
Randomisation and allocation
Page 11. All the paragraph about allocation and not randomization. What is method of randomization , do you make stratification by center ! .
Follow up procedures
Page 12 : you have to describe the intervention separate from follow up .You will include cases of RP after vaginal birth and miscarriage . You will include cases managed actively or expectantly in the third stage . You have to describe what you will do in each clinical scenario from the time of diagnosis, then the intervention and the follow up of cases .
-I wonder if you will examine the cases vaginally to see if the placenta is detached or not ! . You will do ultrasound examination or not ! .
-The intervention will be NTG spray only or there will be oxytocin drip ! . Specify the Intervention, manufacturing company etc.
-I wonder if there will be any uterine massage after delivery of the baby ! -The time limits mentioned will be applied to cases of RP following miscarriage! .
-I wonder if you will measure blood loss after delivery of the baby till delivery of the placenta or not! .
-I wonder if starting breast feeding immediately (before delivery of the placenta) will be allowable! -You will include two types of questionnaire (one related to safety and the other to satisfaction), either mention details related to content, or alternatively add as annex.
Safety
Page 13: Definitions and Details of reporting safety issues are mentioned in the manual of operations of the trial or SOPs . In the protocol , you put that you are following GCP procedures with a reference . -Fall in hemoglobin and fall in blood pressure are safety issues!. As you know NTG is a nitric oxide donor with an effective smooth muscle relaxant with a potent and short-lived tocolytic effect .
Primary outcome measures
-Maternal pyrexia per se is not an outcome, unless it is related to infection as a consequence of MOP. It is better to put need for treatment with antibiotics.
-Subsequent surgical evacuation of retained products of conception. NTG could reduce the need for MOP but increase in the need for surgical evacuation of retained products . 
R1:
We have followed the guidelines for protocol paper submission to BMJ open. These guidelines do not require inclusion of a discussion, which is where study strengths and limitations would be discussed. We believe we can only fully address the limitations at the end of the trial. If we do this at the stage of protocol submission or midway through the trial (as we are currently), we will be ignorant of many of the limitations and risk boosting the strengths of the trial. We will discuss the strengths and weaknesses of the trial in full when we submit the completed trial for publication when we will be in a better position to fully evaluate them and discuss in a balanced way.
C2: Some exclusion criteria are vague (page10, line207-208) such as severe anaemia and extreme bradycardia. The study would be stronger to specify what levels constitute a contraindication to nitrates and therefore will not be included. Otherwise it is up to individual investigator judgment.
R2: Our trial is pragmatic with trial processes embedded as far as possible within clinical practice. When a woman develops the obstetric emergency of retained placenta, they are seen and assessed by clinicians who use their clinical judgment about ongoing care. It is therefore appropriate that the decision to include or exclude a woman from trial entry is taken by attending clinicians because this is what happens in clinical practice. The exclusion criteria are based on the exclusion criteria from the Summary of the Product Characteristics for GTN. Severe anaemia and extreme bradycardia are not defined in the SmPC. Retained placenta is an obstetric emergency which needs urgent management. Specifying an exact haemoglobin value for severe anaemia would require taking a maternal blood sample at diagnosis of retained placenta and waiting for the result. Delaying treatment would increase the risk of bleeding and which would be unsafe and unethical. In the case of extreme bradycardia, this would likely result in cardiovascular instability which would exclude the woman from taking part.
C3: Page 13, line 287 -consider recording heart rate and blood pressure longer than 15 minutes since GTN effects can last 25 minutes.
R3: Sublingual GTN has a rapid onset of activity (within 1 minute) and has a plasma half-life of 1-3 minutes. Although the bioavailability, pharmacokinetics and pharmacodynamics of sublingual GTN are variable, clinically significant haemodynamic effects are maximal within the first 15 minutes. We therefore chose to measure these parameters at zero, five and 15 minutes which accord with monitoring, associated with the clinical care provided to women with this obstetric emergency. R2: We thank the reviewer for their helpful comment indicating that the Cochrane systematic review includes three RCTs (although we note that two were excluded from the review). We therefore believe that the reviewer is not referring to reference 7 in the manuscript, but instead to the updated Cochrane Review published in 2015 which does report results from 3 RCTs. We have amended the text to reflect the inclusion of these RCTs as well as observational studies and have updated reference 7 so that it now refers to the updated Cochrane Review published in 2015 as opposed to the earlier review, which was cited in the original protocol paper submission. R3: While we respectfully note that the reviewer does not agree with our summary describing the lack of evidence based support for use of GTN for the treatment of retained placenta, we do not feel that the data in the systematic review (Ref. 7) provides sufficiently robust evidence to allow this conclusion to be reached. As we mentioned in our response to C2, we believe that the reviewer's comments may refer to the updated 2015 review which reports on outcomes for 3 randomised controlled trials which have a combined total of 175 women with retained placenta. Of note, although the primary outcome was reported for all 3 trials (n=175), no significant differences were noted between the GTN and placebo groups in reducing the need for manual removal of placenta. However one of these trials (n=111) was reported as being at high risk of bias due to incomplete outcome data and selective reporting. Furthermore, the primary outcome was not reported for the two remaining RCTs (n=64 women), which were described as being at low risk of bias. Therefore, we believe that inclusion of results from a trial which has been reported of being at high risk of bias, as well as the small size of the trials which were reported, do not justify the reviewer's conclusion that that there is no benefit derived from use of GTN in the treatment group, and the NIHR/HTA agreed that this was a topic needing a definitive high quality randomized trial to inform the appropriate treatment for women in the UK NHS when they commissioned this GOT-IT trial with a £1.7m budget. We have revised the manuscript in light of the reviewers comment and have emphasized our agreement with the reviewer that there is a need for a well-designed, large scale RCT to address this question.
C4: 1.3 Study objectives : Ok
R4: Thank you.
C5: Page 8 , row 152 : [The aim of this placebo controlled, double blind, pragmatic group sequential UK-wide trial is to determine the effectiveness of GTN for treating retained placenta and avoiding manual removal of placenta]. Don't repeat the aim, just this is a placebo controlled, double blind, pragmatic group sequential UK-wide trial.
R5: We have addressed this point and removed "The aim of."
C6: Page 8, rows 160-165: Here you mention why pragmatic group sequential is the best design for your trial. What are the shortcomings if any. Why you are stressing on the stopping rules only.
R6: We felt the group sequential design was the most appropriate since as discussed above there was considerable uncertainty around both the primary event rate in the control group (the untreated rate) and also the likely magnitude of the treatment benefit if one existed given the sparsity and poor quality of the literature. The group sequential design with 5 scheduled formal interim analyses provided the flexibility to declare that the question was answered decisively before recruiting to the larger fixed sample size driven by the assumed minimal important clinical difference. The group sequential approach requires only a modest uplift (<10%) in the potential maximum sample size (compared with the fixed sample), with the only disadvantages of a group sequential approach being the complexity -both in organizing the meetings of the iDMC and also (marginally) in analyzing and reporting and interpreting the findings.
C7: Page 8, row 171-172: It is good that the sites are diverse to be representative to UK, but what is the level of these settings, elaborate on this to see if these are comparable or could be a source of heterogeneity.
R7: Our trial is a pragmatic Phase 4 trial which is evaluating whether sublingual GTN is clinically and cost-effective for treating retained placenta in real as opposed to ideal clinical circumstances. Thus, recruiting women from delivery units of different sizes is a strength and not a weakness of this study,
C8: Page 9 : Inclusion criteria: You did not refer to third stage management [active or expectant ]. I think you will include both, clarify this in the inclusion criteria. You did not refer to whether the placenta is detached or not. [>14 weeks gestation], this means that you will include cases of miscarriage. This is not vaginal birth, clarify this.
R8: We do include both active and physiological third stages management in the trial and have now clarified this in the text. As this is a pragmatic trial we do not wish to delay the intervention. We do not perform an ultrasound scan to verify if the placenta is detached or non-detached because there is a paucity of evidence that ultrasound in the acute post-partum setting is accurate in making this diagnosis. To make the findings of this trial as generalisable as possible, all women whose placenta is retained following a vaginal delivery after 14 weeks gestation are eligible for inclusion. This means that women having a miscarriage, livebirth and stillbirth are all eligible for inclusion.
C9: Exclusion Criteria: Clarify how you will ascertain the absence /presence of these excluding factors. Bleeding should be an exclusion criteria because this is an indication to intervene.
R9: The decision to include a woman in the trial is the responsibility of the attending clinician. An onsite clinician makes an evaluation of blood loss and should they have any concerns about haemodynamic instability due to blood loss, women are not eligible for inclusion.
C10: Pages 10,11. All the paragraph describes the consent rather than recruitment. You refer to risk factors for RP without mentioning these risk factors.
R10: Thank you for your comments. We have inserted a comment about the scheduled timescale of recruitment and also described the clinical setting from where our subjects are recruited from. In addition, we have also highlighted risk factors for retained placenta (lines 226-228).
C11: Randomisation and allocation. All the paragraph about allocation and not randomization. What is method of randomization, do you make stratification by center.
R11: As requested, we have added the method of randomisation in the revised manuscript (lines 258-261).
C12: Follow up procedures. Page 13:
C12.1: You have to describe the intervention separate from follow up. You will include cases of RP after vaginal birth and miscarriage. You will include cases managed actively or expectantly in the third stage. You have to describe what you will do in each clinical scenario from the time of diagnosis, then the intervention and the follow up of cases. I wonder if you will examine the cases vaginally to see if the placenta is detached or not.
R12.1: As requested, we have now split the description of the intervention from the follow-up (sections 2.3.4 and 2.3.5). These sections now confirm cases managed both actively and expectantly are included in the trial. The trial design has similar study intervention and follow-up for all clinical scenarios, which have led to a diagnosis of retained placenta. As the design of the trial is a pragmatic one, the protocol does not stipulate that a vaginal examination is required to check as to whether the placenta has detached or not. Normal clinical practice should ensure that a final check is made to verify that the placenta cannot be delivered before making the decision to take the woman to theatre.
C12.2: You will do ultrasound examination or not.
R12.2: As detailed in R8, we will not do an ultrasound.
C12.3:
The intervention will be NTG spray only or there will be oxytocin drip.
R12.3:
As detailed, the intervention with be GTN spray only. Clinicians are able to use other treatments such as oxytocin drip according to their local protocols. However, although oxytocin reduces bleeding, there is no evidence that it is effective in treating retained placenta.
C12.4: Specify the Intervention, manufacturing company etc.
R12.4:
We have specified what the intervention is: glyceryl trinitrate, peppermint oil BP 88, 1,1,1,2-tetrafluroethane (HFA), and ethanol BP (96%) and placebo. The placebo is identical to the active product minus the glyceryl trinitrate.
In addition, we have provided details of the manufacturer (Pharmasol Limited) and labeler (Sharp Clinical Services (UK) Limited (lines 255 -256).
C12.5: I wonder if there will be any uterine massage after delivery of the baby.
R12.5: Clinicians are allowed to follow their normal practice, which may include uterine massage following delivery of the baby.
C12.6: The time limits mentioned will be applied to cases of RP following miscarriage.
R12.6: The same time limits will be applied regardless of when the placenta is retained.
C12.7: I wonder if you will measure blood loss after delivery of the baby till delivery of the placenta or not.
R12.7: The study protocol requires the blood loss to be documented from the time the intervention is delivered until transfer to the post-natal area. Clinical staff are also required to note the total blood loss from the delivery of the baby to the delivery of the placenta.
C12.8: I wonder if starting breast feeding immediately (before delivery of the placenta) will be allowable.
R12.8: Breast-feeding is allowed before delivery of the placenta.
C12.9: You will include two types of questionnaire (one related to safety and the other to satisfaction), either mention details related to content, or alternatively add as annex.
R12.9: As requested, the questionnaires have been added as an annex. R14.1: Blood loss will be collected as per normal clinical practice. The blood loss will be measured prior to the administration of the study drug and the total blood will also be measured prior to the woman being moved from the birthing area. The difference will be calculated (total loss minus loss measured before the study drug is given) and recorded as source data. The secondary outcomes are divided into clinical and cost related outcomes. One of the secondary clinical outcomes is manual removal of placenta in theatre which we believe differs from the primary clinical outcome which is the "need" for manual removal of placenta. Thus the secondary clinical outcome of manual removal of placenta in theatre is actually a subset of the primary clinical outcome (that is, those who went on to actually have the manual removal of placenta -it is possible for some women that having decided there is a need for manual removal, it doesn't actually need to be done, since the placenta comes away before reaching theatre or the operation being performed).
C15.2: Use of general anesthesia is linked to manual removal of the placenta or you will use it for other condition.
R15.2: The use of general anaesthesia will be recorded regardless of its indication.
C15.3: [sustained uterine relaxation after removal placenta requiring uterotonics].You should mention what is the routine practice after delivery of the placenta, to differentiate it from additional uterotonics.
R15.3: 10 IU of oxytocin continues to be the recommendation given in the recently updated NICE pathway "Care in third stage of labour" to assist with active management of the third stage of labour. Routinely given uterotonics will be collected, as well as use of additional uterotonics therefore allowing an evaluation of additional uterotonics. R15.5: We collect maternal pyrexia in the first 72 hours of delivery/ or discharge from hospital whichever comes sooner as it may be an early indication of maternal uterine infection. In addition, we also collect use of antibiotics from the period 24 hours prior to study drug administration to 6 weeks after study drug administration and we intend to address antibiotic usage within the economic evaluation. 
C15.4: Fall in hemoglobin and
C15
